We report a mother and daughter with features of the velocardiofacial (VCF) syndrome and monosomy for 22ql1 identified using molecular techniques. The mother had surgery as a child for a cleft palate and a congenital heart defect, and her facial features were consistent with the diagnosis. The daughter had developmental delay, absent speech, scoliosis, and similar facial features, but no cleft palate or congenital heart defect. These cases illustrate the considerable intrafamilial variability of the phenotype of VCF syndrome.
On examination she was short (height on the 3rd centile, weight on the 10th centile for age), with a very pale complexion. She had a thoracic scoliosis, convex to the left, and long tapering fingers. Auscultation was normal. Facially, she had slight facial asymmetry and a small, narrow nose, which looked as if it had been pinched at the end. The facies were rather expressionless. The palate appeared short, but the uvula was normal. No vocalisations were heard throughout the examination. At the time of recent grommet surgery, the comment was made that no submucous cleft palate was present. In view of the suspected diagnosis, an echocardiogram was arranged, which was entirely normal.
Case 2 had a history of having been born with a cleft palate that had been surgically repaired aged 1 year. She also had bilateral talipes equinovarus, for which she wore special boots. She had had cardiac surgery aged 12 years for a 'hole in the heart'. She had attended normal school, but was a low achiever. No other details are available as she is currently receiving psychiatric inpatient care, and for this reason we have been unable to obtain permission to publish her or her daughter's clinical photographs.
She had nasal speech, a large nose with notching of the alae nasi (fig 1) and a squared off nasal tip, and a repaired cleft palate. She also had talipes equinovarus and long, narrow, tapering fingers. drome. It is fair to say that the diagnosis of VCF syndrome may not have been suspected in case 1 if her mother had not been present at the appointment. Although her facial features were consistent with the diagnosis, she did not have a cleft palate or a cardiac defect, both cardinal features of VCF syndrome. The diagnosis was confirmed by the finding of hemizygosity at 22ql 1 in the mother and daughter using probe HD7k.
In a recent review,3 cleft palate was present in 98% of cases of VCF, and cardiac anomalies in 82%. However, these figures are prone to considerable ascertainment bias and the clinical spectrum of the VCF syndrome continues to expand.7
It is possible that a congenital heart defect, such as a ventricular septal defect (VSD), had been present before the child was assessed in the genetic clinic (and an echocardiogram being performed) at 9 years of age. It is known that up to 80% of small ventricular septal defects close spontaneously during infancy.9
The palate was described as short and no cleft was present. Obviously, in a child with little or no speech, the typical hypernasal voice is absent, and therefore unlikely to provide the clue to the diagnosis which this feature can be in some cases. The precise cause for the absence of speech in case 1 remains unclear, but she is not considered a suitable case for pharyngoplasty.
Case 2 has a history of psychiatric illness, for which she is currently receiving inpatient care. The association of late onset psychosis in VCF syndrome has been described previously,710 but remains an unexplained phenomenon. It We suggest that any family where any single feature of either VCF syndrome or DGS is segregating in an autosomal dominant pattern should be investigated using 22qll probes. Similarly, any family with an unusual history of apparently unconnected clinical problems (for example, congenital heart disease and mental retardation in one child, immune deficiency in another, and psychiatric illness in a parent) may well be segregating a 22q1 1 deletion and should be investigated. It seems likely that the true incidence of VCF syndrome is considerably higher than previously suspected.
